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Single;Dose Analgesia Supplement:
Study Summaries - -

The Single-Dose Analgesia Supplement contains the individual study
summaries prepared by the sponsor for the single-dose analgesia studies.
The report for study 20 was divided by the sponsor into two reports by based
on the baseline pain severity, because of a treatment by baseline interaction
(the 50 mg dose did much worse in the severe baseline pain group). Charts
and tables prepared by the FDA from the recombined data set are also
included in this supplement. Studies have been grouped by type, and the
reports appear in the following order: .

_Study Number Pain Model Page
Study 2 1
Study 16 14
Study 22 21
Study 301 28
Study 311- 35

_Study 311-Hli _ 43
Study 5 Ortho Surg 49
Study 20 Ortho Surg 56

Recombined 69
Study 302 Ortho or Gyn Surg 74
Study 306 Gyn Surg or Cesarean 83
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- - Bronfenac Sodium: NDA #20-535
= - Single-Dose Analgesia Supplement, Page 1

CONFIDENTIAL: SBA Summary for Bromfenac Protocol AHR-02-US

"Assessment of the Efficacy and Safety of Single Oral Doses of AHR-10282 in the Treatment of Pain”
IND DRUG: Bromfenac DOSES: 50, 25, S mg oral
REFERENCE DRUGS: glsp& DOSE: ~ 650 mgoral”
TOTALPTSENROLLED: 202 DURATION OF DOSING:  Single dose, 6 hr
INVESTIGATORS: Malcolm B. Zola, D.D.S., Glen Cove, NY, USA (site 201)

Carl E. Schow, Jr., D.D.S., Galveston, TX, USA (site 203 to r?hcc
inactive site 202, Woodrow Kessler, M.D., Ph.D., Media, PA, USA)

PURPQSE: This study was designed to evaluate the analgesic efficacy and safety of a single orai dose of bromfenac at 3 dose levels
n ison with aspirin and placebo in outpatients with moderate or severe pain following )

: This was a single-dose, double-blind, randomized, parallel study with 5 trestment groups conducted by A. H. Robins
at 2 centers. Patients took medication at the onset of moderate or severe pain following  surgery (not restricted to

After rating the baseline pain intensity (verbal and 100-mm visual analog), both pain intensity and pain relicf were assessed
210.25,0.5, 1, 1.5, and 2 hours and then hourly until 6 hours post-dose or unti! further analgesia was required. Six-point ordinal
scales used to evaluate pain relief and pain inteasity, asdeﬁnedmtheaigz:qu_rotoool. were transformed to the standard 5-point
pain relief and A—Emnl pain intensity scales for the analysis. Three- and 6-| OPARs, SPIDs, and SPRIDs were calculated, as
well as 6-hour SPAIDs. Patients gave an overall (global) evaluation of the medication at the end of the study. The length of tume
the patient remained active in the study, the need for additional analgesic before the end of the 6-hour pain assessment period, and
the ncidence of study events were evaluated. Estimates of onset and duration of pain relief were computed. Results obtained from
Dr. Zola (site 201) were also scparately because the investigator's case report form copies from site 203 were inadvertently
lost The combined analysis included baseline pain mtctm_l%' investigator, treatment, and investigator-by-treatment interaction as
sources of vanation for the analysis of variance model. The analysis of the individual site useJ only baseline pain intensity and
Rﬁsmmuu S.SSmdymnwdmnof 2000 was gcaxl 202 patients (100 each ites; additionally, 2 pati lied at site 202

: on Was to 202 patients at two sites; additi , 2 patients enrolled at site 202 were
added to sute 203 for analysis). No efficacy data were excluded from the combined analysis. ¥'he treatment ps and the number
o{ pa‘t"tn;sl analyzed per group were: bromfenac 50 mg, 41; bromfenac 25 mg, 40; bromfenac 5 mg, 40; aspirin 650 mg, 40;

The following discussion is based on the pooled results; the results obtained from Dr. Zola's site were similar:

All doses of enac were significantly (p s 0.05) superior to placebo for both the 3- and the 6-hour TOPAR, SPID
and SPRID scores. TOPAR, SPID, and SPRID scores at 3 hours and at 6 hours for both 50 and 25 mg doses of bromfenac were
significantly higher than those for aspirin (p < 0.05). The same results were obtained for 6-hour SP. (not included in the Brief
Study Summna'rgblw). Results for aspirin were numerically better than those for placebo for the 3- and the 6-hour TOPARs,
SPIDs, and SPRID:s.

The analgesic activity of bromfenac 50 and 25 mg was significantly superior to aspirin from hour 1.5 to hour 6 for pain
relief, PID, and PRID. All three doses of bromfenac were superior to pla from hour 1 to hour 6 for these variables.

All doses of bromfenac had an carlier estimated onset of pain relief (on-PR) and a longer estimated duration of pain relief
(dur-PR) than did either aspirin or placebo. Significantly fewer patients in the bromfenac groups remedicated than in the placebo
group. For the 50- and the 25- mumﬂy fewer patients remedicated than in the aspirin grwr

Nine (9) study events (1 on 50 mg, 3 on bromfenac 25 mg, 2 on bromfenac S mg, | on aspirin, and 2 on
placebo) among 7 patients were reported Onegl)smdyevmtmme bromfenac 5 mg group was described as a severe skin reaction
to penicillin. No patient withdrew because of a study event

: with placebo, significant analgesia was obtained with 50, 25, and 5 mg doses of bromfenac. A dose-
response relationship was suggsu:f: bromfenac 50 and 25 mg were superior to aspirin while bromfenac 5 mg was comparable to
aspinin for providing analgesia. A lagcr duration of effect was seen for all bromfenac doses compared to aspirin and placebo. All
study treatments were well tolerated in this study.
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Bronfenac Sodium: NDA #20-535
Single-Dose Analgesia Supplement, Page 4
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iy Bronfenac Sodium: NDA #20-535
CONFIDENTIAL: BROMFENAC AHR-02-US (ALL INVEVIAG RT GRS} '9¢sia Supplement, Page 5
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Table 4. Estimated Onset of Pain Relief (on-PR)

PRID at 30 min —__ Estimatedoo-PR___
SD. n__ | Time (min) | 95%-CI (min)
L76_| al 14 11-19
216 | 40 13 10-18
213 | 40 14 11-21
180 [ 40 17 13-25
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Flgure 4. Estimated Duration of Analgesia
(Time-to-Remedication)

Product Limit Plot of Time-to-Remedication
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Table 5. Duration of Pain Relief (dur-PRs)

{Bromfenac 50 mg 41 6:07 (A)" (5:32, 6:43)
[Bromfenac 25 mg 40 5:33 (AB) | (4:49,6:17)
[Bromfenac 5 mg 40 4:52 (BC) (4:05, 5:38)
fAspirin 650 mg 40 4:03 (CD) (3:16, 4:50)

[Placebo 41 3:05 D) (2:19, 3:50)

g
(a) Kaplan-Meier estimate (Ref: Lee, Statistical Methods for Survival Data Analysis, 2
| edition, pg. 77).
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Table 6. Time-to-Remedication (Percentiles)

Il —Percentiles In Hours:minutes (95% C. L)~ —
Treatment 25% (Modion) 75%
Bromfenac 50 mg >6(4:00,>6) >6 (NE) >6 (NE)
Bromfenac 25mg 3:15(1:30,>6) > 6 (NE) > 6 (NE)
Bromfenac 5 mg 2:00 (1:30, 5:00) > 6 (3:00,> 6) >6 (NE)
Aspirin 650 mg 1:38 (1:30, 2:10) 3:00 (2:00,>6) >6(5:05,>6)
Placebo : >6 !2:00, >6)

NE: Not estimable
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Table 10. Estimated Onset of Pain Relief(on-l’R)

"PRIDat30min
Treatment Group Mean® | SD. n | Time (min) | 95%-CI (min) |
Bromfenac 50 mg 2.50 1.99 20 12 9- 19§
Bromfenac 25 mg 300 | 260 20 10 7- 17
Bromfenac 5 mg 260 [ 250 20 12 8- 21
[ Aspirin 650 mg_ 195 | 221 20 15 10- 33
|! Placebo 115 2.06 20 26 14- 161

a Raw unadjusted mean of (unextrapolated) PRID scores.
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Figure 8. Estimated Duration of Analgesia

(Time-to-Remedication)

Product Limit Plot of Time-to-Remedication
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Mean, 95% G

h:min h:min
|Bromfenac 50 mg 20 6:05 (A) (5:13, 6:58)
|Bromfenac 25 mg 20 5:16 (AB) (4:10, 6:22)
[Bromfenac 5 mg 20 4:35 (ABC) (3:23, 6:45)
fAspirin 650 mg 20 435 (BC) (3:23, 6:45)
[Placebo 20 2:50 (C) (1:43, 3:58)

edition, pg. 77).

(a). )
Logrank test applied.

a) Kaplan-Meicr estimate (Ref: Lee, Statistical Methods for Survival Data Analysis,
)} Confidence intervals are based on the z-distribution and utilize the standard error of




iy Bronfenac Sodium: NDA #20-535
Analgesia Supp} 1
CONFIDENTIAL: BROMFENAC AHR-02-US (Investigatar 93130 Aneldesia Supplement, Page 13

APPEARS THIS WAY
ON ORIGINAL

lrl\-nNC\”.’..!I
N R I I YT
S f‘f' a2 X ,n‘
v v iid -~

Table 12. Time-to-Remedication (Percentiles)

~——Percentiles In Hours:minutes (95% C. L)————
| Trestment 25% (Medin) 75% ﬁ
| Bromfenac 50 mg > 6 (4:00,> 6) >6 (NE) > 6 (NE) “
{ Bromfenac 25 mg 3:00 (1:30, > 6) > 6 (3:00,> 6) > 6 (NE)
fl Bromfenac 5 mg 1:30 (1:05, 5:00) 6 (1:30,> 6) > 6 (NE)
il Aspirin 650 mg 2:00 (1:00, 5:05) 6:02 (2:00, > 6) > 6 (NE) "
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CONFIDENTIAL: SBA Summary for Bromfenac Protocol AHR-16-US

*A Double-blind Single-dose Evaluation of the Relative Analgesic Efficacy and Adverse Effect Liability
of Bromfenac, Aspinn, Ibuprofen, and Placebo in the Treatment of Postoperative Pain Followin, Surgery”

IND DRUG: Bromfenac DOSES: 25, 10, 5 mg oral
REFERENCE DRUGS:  Aspirin (ASA) DOSE: 650 mg oral
Tbuprofen (IBU) 400 mg oral
TOTAL PTS ENROLLED: 288 DURATION OF DOSING: Single dose, 8 hr

INVESTIGATOR: James A. Forbes, M.S., Shrewsbury, PA, USA

; The purpose of this study was to compare the efficacy and safety of single oral doses of bromfenac (25. 10 and S mg),

inn (650 mg), ibuprofen (400 mg), and placebo in the treatment of moderate to severe mrwanﬁnn surgery.

; This was a single-dose, randomized, double-blind study of paralie] design. study medication was administered
within 8 hours after .  surgjcal procedures which resulted in moderate to severe pain. Pain intensity was assessed before dose,
then both pain intensity and pain relief were assessed hourly for 8 hours after medication. Pain evaluations were not recorded after
additional analgesics were taken or if the patient fell asieep after midnight Mean pain relief, pain intensilﬁ)diﬂ'u‘moc (PID) and

in relief plus PID (PRID) were calculated from the hourly scores. TOPAR 3- and final), peak relief, SPID (3- and final), peak
ID, and SPRID (3- andﬁnal)wercdmvedﬁ*omthemeanhom?m. Time from the end of surgery to dose (covanance),

bascline pain intensity, and treatment were included as sources of variation in the analysis of variance model. Patients ﬁavc an
ovu-allcumr:‘!idnnng' at 8 hours or at the time of premature termination. The number of patients who remedicated within 8 hours
was .
MAmof%Spaﬁemswasmtuedmdsuaﬁﬁedbyscveﬁ of pain (moderate or severe). All 269 patients who took
study medication and who returned any efficacy data were analyzed. treatment msmdnumber of patients evaluated for
elﬁicacy ggzr group were as follows: bromfenac 25 mg, 45; bromfenac 10 mg, 46; bromfenac 5 mg, 42; ASA, 46; IBU, 43 and
placebo, 47.

All of the active treatments were sipai.ﬁcantlzﬂ) s 0.05) better than placebo as indicated by scores for 3-hour and 8-hour
TOPAR and for 3-hour SPID. Forg:&rehd,P . PRIanu.onlybromfechSm%deB were significantly better than
placebo for the entire 8-hour period; were also superior to aspinn from hour 3 to hour 8 for pain relief, PID, and PRID as well
as for TOPAR, SPID, and SPRID at hour 8. The 10 and S mg of bromfenac were comparable to aspirin. The 10 and 5 mg
doses of bromfenac were similar to IBU at early efficacy assessments and for 3-hour TOPAE SPID, and SPRID.

Brmnfamzsmghadthefast&mmdmofpm:dieﬁbm{am 10 mg and IBU had a similar onset of pain relief.
Bromfenac 25 mg had the largest duration of pain relief. the duration of pain relief for bromfenac 10 and 5 mg was similar.

Significantly fewer patients from the bromfenac 25 mg and the IBU treatment groups required remedication compared to
the ASA lacebo treatment lﬁrmxps. There were no significant differences in the number of patients remedicating between the
bromfenac 25 mg dose and IBU.

Simular numbers and of study events were reported for each of the treatment groups. All doses of bromfenac were
well tolerated. There were no because of adverse experiences and no adverse experience was judged to be serious or

ted.
_ : Bromfenac (all doses), IBU, and ASA provided ms‘iF'u'.ﬁc:amly better analgesia than did placebo. The analgesic
activity of bromfenac 25 mg was superior to that of ASA 650 mg and equal to that of IBU 400 mg.
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3 : \:'-5:11

-
varabieMbe

Treatment Group | Mean* | SD n Time (min) | 95%-CI (min) ||
Bromfenac25mg | 2.09 | 188 | 45 29 23-39
Bromfenac 10mg | 174 | 227 | 46 35 25 - 56
Bromfenac $ mg 155 | 178 | 42 39 29 - 60
| Aspirin 650 mg 148 | 193 | a4 41 29.67
buprofen400mg | 177 | 2.13 | 43 34 25-54
Placebo 064 | 168 | 45 93 s2-430 |
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Flgure 4. Estimated Duration of Analgesia

. (Time-to-Remedication)
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Calculated Time to Re:nedncauon
Mean® 95% CI®
Treatment n h:min h:min
Bromfenac 25 mg 45 6:18 (A) ¢ 5:27 - 7:09 Il
’ 46 4:35 (B) 3:50-5:20
42 4:02 (BC) 3:22-4:42
44 3:33 (0) 2:59 - 4:07
43 5:52 (A) 4:54 - 6:50
45 2:40 (D) 2:14-3:.06
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Treatment 25% (Msg':n) 75% "
“Bromfenac 25 4:00 (2:05, 6:00) 6:45 (5:02, >8hr) >8hr (NE)

Bromfenac 10 2:45 (2:01, 3:05) 3:47 (3:00, 5:10) 5:52 (5:00, >8hr) “

Bromfenac 5 2:09 (2:00, 3:00) 3:58 (2:45, 4:10) 4:55 (4:05, 6:00) |

Aspirin 650 2:02 (2:00, 2:26) 3:23 (2:15, 4:00) 4:20 (3:46, 5:50) |

Tbuprofen 400 2:51 (2:00, 4:10) 7:35(4:00, >8hr) >8hr (NE) |

Placebo 3:00 (2:20, 4:00) |
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CONFIDENTIAL: SBA Summary for Bromfenac Protocol AHR-22-US

A Double-blind Single-dose Evaluation of the Relative Analgesic Effica and Adverse Effect Liability of Bromi . Ibuprof
Aspirin, and Placebo in the Treatment of Postoperative Pain Following Surgery o enac. Touprofen.

IND DRUG: Bromfenac DOSES: 100, 50, 25, 10 mg oral
REFERENCE DRUGS: [buprofen (IBU) DOSE: 400 mg oral -
Aspirin (ASA) 650 mg oral
Placebo
TOTAL PTS ENROLLED: 316 DURATION OF DOSING:Single dose. 8 hr observation

INVESTIGATOR: James A. Forbes, M.S.. Shrewsbury, PA, USA

Eﬁﬁﬁf'mepu:poseofthiss was to compare the efficacy and safety of sin e oral doses of bromfenac (100, 50. 25, and 10
mg), 1 fen (400 mg), lspumﬂ(‘gzo mg), and placebo in tbea:yamt ;? modengt‘e to severe pain resulting from surgery.

. This was a single-dose, double-blind, randomized, parallel study with 7 treatments. Study medication was administered
within 8 hours after  surgery to patients with moderate or severe pain. Pain intensity was assessed before dose, then both pain
intensity and pain relief were assessed hourly for 8 hours after medication. The following measurements of efficacy were denived g;m
the paticats' ratings: hourly pain relief score, total pain relief score (TOPAR), peak pain relief score, hourly pain intensity difference
scores (PID), sum of the pain intensity difference scores (SPID), ﬂe.k PID score, hourly pain relief plus PID scores (PRID), sum of
the PRID scores (SPRID), peak PRID score, total hours of pain half-gone, and patient's global assessment. Estimates of the onset of
Ein relief (on-PR) and duration of pein relief (dur-PR) were also

hundred sixteen (316) patients ingested study medication in the following treatment : bromfenac 100 mg,
44, enac 50 mg, 47, bromfenac 25 mg, 44; btmnfaucml‘(*)ymg, 46, [BU, 45; ASA, 44; and plaeebosf:g?sAll 316 pauetits \:rnh%
ingested study medication had data available for safety and efficacy analysis.

All doses of bromfenac and ibuprofen were significantly (p < 0.05) sugrior to asgin‘n and placebo for the 3-hour and final
TOPAR, SPID, and SPRID. Bromfenac 100 mg was significantly superior to IBU for TOPAR and SPRID at 3 hours, for TOPAR,
SPID, and SPRID at 8 hours, and for peak analgesic efficacy scores. Additionally, bromfenac 100 mg was superior to [BU for most
hourly efficacy assessments, especially for the latter tunepoints (5 to 8 hours). Bromfenac 50 mg and 25 mg were simular to [BU for
most efficacy vaniables, peak analgesic efficacy scores, and hourly efficacy assessments. ASA was significantly supenior to
placebo for 3-hr and final TOPAR. SPID, nd SERIL

The on-PR was faster for bromfenac 100, 50, and 25 mg (less than or equal 0 2| minutes) than for the other treatment groups.
Based on 95% confidence limits, all bromfenac groups and ibuprofen had significantly faster on-PRs than placebo (83 minutes); on-
PRs for bromfenac 100 and 25 mg were also siﬁfcmdg faster than for aspirin. The on-PR for bromfenac 10 mg and i fen 400
mg were similar (approximately 25 minutes). dur-PR was significantly lor;ger for bromfenac 100, 50, and 25 mg ibuprofen
than for aspirin or A for aspinn was signi longer than that for placebo. Bromfenac 50 and 25 mg and ibuprofen
had similar dur-PR wbl}’u;s%moximwly 6.5 hours). Bromfenac 100 mg was superior to [BU with respect to the percentage of
patients remedicati .

Atolaltgt!ngG tients reported 1 or more treatment-em t study events (TESE); 17 on bromfenac 100 mg, 13 on
bromfenac 50 mg, 22 on enac 25 mg, 26 on bromfenac 10 mg, [5 on [BU, 17 on ASA, and 16 on placebo. TESE were most
commonly reported for the digestive and nervous systems. There were no serious or unexpected adverse effects and no patient
withdrew because of an adverse effect.

; Bromfenac was an effective analgesic for the relief of moderate to severe pain following oral surgery. The analgesic
actvity of all bromfenac doses was superior to that of ASA and placebo and bromfenac 100 mg was supernior to IBU for almost all
primary efficacy variables. All study treatments were well tolerated in this study.
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Table 4. Estimated Onset of Pain Relief (on-PR)

| PRID at 60 minutes Estimated ' ‘
|| Treatment Mean® sD n Time (min) | 95%-Cl in min
Fromfemc 100mg _ 3.25 1.79 44 18 16- 22
Bromfenac 50 2.91 2.09 47 21 17- 26 |
§ Bromfenac 25 mg 3.39 1.73 44 18 15- 21
§ Bromfenac 10 mg _ 237 1.66 46 25 21- 32
i Touprofen 400 mg 2.55 1.95 45 24 19- 31 |
44 |

a Raw umdjlm'led mean of (lmannpolned) PRID scons o
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Figure 4. Estimated Duration of Analgesia
- (Time-to-Remedication)

Product Limit Plot of Time-to-Remedication - B

Pis j————-—
a ! ey . ek ! {
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F 0.2
r
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e
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g9
0.0 Y
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Table S. Duration of Pain Relief (dur-PRs)
T Calculated Time to Remedication
reatment Group n
Mean* 95% CI®
h:min h:min
Bromfenac 100mg | 44 7:27 (A 6:42108:12
Bromfensc 50mg | 47 6:44 (AB) 5:56t07:32
Bromfenac 25 mg 44 6:29 (B) 5:49 10 7:08
Bromfenac 10 mg 46 4:59 (C) 4:14 10 5:44 h
Tbuprofen 400 mg 45 6:11 (B) 5:23106:59 |
Aspirin 650 mg 44 3:41 (D) 3:04 10 4:17
Placebo 46 2:34 (E) 2:05103:02
(a) Kaplan-Meier estimate (Ref: Lee, Statistical Methods for Survival Data Analysis,
2nd edition, pg. 77).
(b) Confidence intervals are based on the z-distribution and utilize the standard error of
(a). )
(c) Logrank test applied. - —
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Table 6. Time-to-Remedication (Percentiles)

~=-=se=-se=-——--Percentiles In Hours:minutes (95% C. [.)-weeemeeeememmmen
Treament 50% H
25% (Median) 75%

Bromfenac 100 mg 6:08 (4:00,>8hr) >8hr (NE) >8hr (NE)

Bromfenac S0 mg 4:30 (2:01,7:00) 4:00 (6:30,>8hr) >8hr (NE) "
L Bromfenac 25 mg 4:30 (4:00.6:00) 6:47 (5:25,7:10) >8hr (7:00,>8hr) ]’

Bromfenac 10 mg 3:00 (2:00,3:45) 4:24 (3:30,5:56) 6:50 (5:56,>8hr) 1’

Dbuprofen 400 mg 4:00 (2:10,5:05) 6:30 (5:00,>8hr) >8hr (NE) |

Aspirin 650 mg 2:00 (2:00,2:10) 3:28 (2:05.4:00) 4:53 (4:00,5:52)

Placebo 2:00 (1:25,2:00) 2:00 (2:00,2:05) 3:00 (2:05,3:30)

NE: Notestimable @~ .-
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CONFIDENTIAL: SBA Summary for Bromfenac Protocol 792-A-301-US

A single-dose (placebo-controlled) and multiple-dose comparison of bromfenac sodium (AHR-10282B) 50 and 25 mg, and
naproxen sodium 550/275 mg in patients with pain following.  surgery.

IND DRUG: Bromfenac DOSES: 50, 25 mg oral
REFERENCE DRUGS: Naproxen sodium DOSE: 550/275 mg oral
Placebo
TOTAL PTS ENROLLED:216 DURATION OF DOSING: Single dose, 8 hr
Multiple dose, up to 7 days

INVESTIGATOR: James Forbes, M.S., Shrewsbury, PA, United States

PURPOSE: The purpose of this study was to compare the efficacy and safety of single doses of bromfenac, naproxen sodium
and placebo and to compare the efficacy and safety of multiple doses of only the active treatments in patients with moderate
to severe post-  _surgery pain.

METHOD: This double-blind outpatient study was designed to compare the efficacy and safety of single doses of bromfenac,
naproxen sodium and placebo in patients with moderate to severe pain after . surgery followed by a comparison of the
eflicacy and safety of multiple doses of the active treatments. All patients received an initial single dose of one of four
treatments, bromfenac 50 mg, bromfenac 25 mg, naproxen sodium 550 mg and placebo. Patients had the option of
cmﬁndnghﬂcmd&phdoughmhwﬁdlmc{rwdvedmeofmemmﬁwumn@m. bromfenac 50 mg,
25 mg or naproxen sodium 275 mg (a 550 mg loading dose was ingested by placebo-treated patients reassigned to the
naproxen sodium ). In the single-dose phase, patients recorded their pain intensity, pain relief, and pain half-gone for...
up to 8 hours aﬁeryﬂ:lgmdosc; global assessments were also recorded. In the multiple-dose phase, patients recorded pain
intensity at 0 and 2 hours for the first dose of each day, global bedtime assessments and sleep quality assessments.
RESULTS: A total of 216 patients, 99 men and 117 women ages 16 to 54, took the first dose of study medication for
moderate or severe pain following surgery as follows: bromfenac S0 mg (n=35), bromfenac 25 mg (n=36), naproxen
sodium (n=38) and placebo (n=107). Because of an administrative error in generating the randomization code, the patients
were not equally distributed among 4 treatment groups for the first dose (35 to 38 patients in each active treatment group
and 107 patients in the placebo group). This error did not have any apparent effect on the outcome of the study. One
hundred nunety-nine (199) patients entered the multiple-dose phase and took study medication as follows: bromfenac S0 mg
(n=68), bromfenac 25 mg (n=68) and naproxen sodium (n=63).

In the single-dose phase, both doses of bromfenac and naproxen sodium were significantly superior to placebo for all
primary efficacy variables (3-hour and final TOPAR, SPID, and SPRID and peak pain relief, PID, and P ) and for all
hourly assessments from 0.5 hours through 8 hours. Both bromfenac doses were superior (o naproxen sodium in several 3-
hour sums and peak responses. Global assessments in the single-dose phase for patients taking bromfenac 50 mg or 25 mg
or naproxen sodium were superior to those for placebo-treated patients; bromfenac 25 mg was also superior to naproxen
sodium. In the multiple-dose phase, the global bedtime assessment scores and the 2-hour PID scores were higher for both
bromfenac regimens than for naproxen sodium:; the differences were statistically significant in 17 of 20 comparisons for days
2-6.

In the single-dose phase, one or more TESE were reported during the study by 3 (8.6%) patients who received bromfenac
50 mg, 3 (8.3%) patients who received bromfenac 25 mg, 2 (5.3%) patients who received naproxen sodium, and 5 (4.7%)
patients who received placebo. In the multiple-dose phase, one or more TESE were reported by 14 (20.6%) patients who
reccived bromfenac 50 mg, 13 (19.1%) patients who received bromfenac 25 mg and 16 (25.4%) patients who received
naproxen sodium.

Two (2) placebo-treated patients in the single-dose phase discontinued treatment due to adverse study events. In the

multiple-dosc phase, 1 patient taking bromfenac 50 mg, 2 patients taking bromfenac 25 mg and 4 patients taking naproxen
sodium withdrew from the study due to study events. 'lghrec (3) patients withdrew from the study due to study events which
were considered (0 be serious. One (1) patient taking bromfenac 25 mg withdrew from the study due to pruritus, rash and
swelling of the hands and feet, | patient taking naproxen sodium discontinued treatment due to a rash, and 1 patient taking
placebo withdrew from the study for dizziness and syncope.
CONCLUSIONS: These results of this study indicate that single oral doses of 50 mg and 25 mg of bromfenac are at least
as effective as the usual therapeutic dose of naproxen sodium in relieving pain after oral surgery and sometimes significantly
supenor, namely in the first 3 hours after the dose. All active treatments were significantly superior to placebo. In this study,
multiple doses of bromfenac 50 mg and 25 mg were also superior to naproxen sodium on most days.
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-- Bronfenaq Sodium: NDA #20-535
CONFIDENTIAL: BROMFENAC 792-A-301-US Single-Dose Anagesia Supplement, Page 32

APPEARS THIS way
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Table 4. Estimated Onset of Pain Relief (on-PR)

Treatment Group Mean* | SD. n__ | Time (min) | 95%-CI (min)
Bromfenac 50 mg 1.53 169 | 34 20 14 - 32
Bromfenac 25 mg 1.44 1.56 | 36 21 15 - 33
| Naproxen Na 550 mg 1.29 159 | 38 23 17-39 |
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CONFIDENTIAL: BROMFENAC 792-A-301-US Single-Dose Analgesia Supplement, Page 33
( Figure 4. Estimated Duration of Analgesia
i (Time-to-Remedication)
Product Limit Plot of Time-to-Remedication _ -
P 1.0 1
a 8ROM 50
! 0.9 BROM 25
; NAPROX Na 550
No.s Placebo
t
Fo.1
| r
: : 0.6
| t
to.s
o
n
0.4
R —
e
mo.3
a
i
n 0.2
i
Mo
9 R
{ 0.0 4, ' : . . . ' .
0 1 2 3 4 b 6 7 [ {
HOURS

Calculated Time to Remedication
n Mean * 95% CI°
h:min h:min
35 5:56 A 5:01-6:52
g 36 6:01 A 5:12-6:50 J
aproxen Na 550 mg | 38 5:52A 4:56-6:47
lacebo 106 2:278B 2:07-2:49 ql

[2) Kaplan-Meier estimate (Ref: Lee, Statistical Methods for Survival Data Analysis, 2
| edition, pg. 77).
Cmﬁdcnce intervals are based on the z-distribution and utilize the standard error of
(a).
C g
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Table 6. Time-to-Remedication (Percentiles)

~Percentiles In Hours:minutes (95% C. 1)
Treatment 25% (Mtian) 5%
Bromfenac 50 mg 3:00 (2:05,6:00) 6:30 (5:00,7:46) >8h (6:32,>8h) "
Bromfenac 25 mg 3:55 (3:00,5:39) 6:25 (4:00,7:20) >8h (6:45.>8h)
H Naproxen-Na 550 mg 3:00 (2:05,5:40) ‘ 6:03 (4:45,7:15) >8h (7:11,>8h) "
|| Placebo 1:30 (1 :00,2:00) ' 2:00 SEE) 2:30 (2:05,3:00)

NE: Not estimable.
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Bronfenac Sodium: NDA #20-535
Single-Dose Analgesia Supplement, Page 35

CONFIDENTIAL: SBA for Bromfenac Protocol 792-A-311-US
A double-blind, placebo-controlled, single-dose pharmacokinetic/pharmacodynamic evaluation of bromfenac in fasted and fed

-— -
-—_ -

surgery patients.
IND DRUG: Bromfenac Doses: 200, 100, 50, 25. S mg oral
REFERENCE DRUGS: Placebo ) )
TOTAL PTS ENROLLED: 208 DURATION OF DOSING:Single dose, 8 hr

INVESTIGATOR: Stephen A. Cooper, DMD, PhD, Philadelphia, PA. United States
Elliot V. Hersch, DMD, PhD, Philsdelphia, PA, United States
Donald C. Reynolds, DDS, Washington DC, United States

BURPOSE: The primary objective of Section I was to study the relationship between the analgesic effect and plasma/effect site
concentrations of bromfenac. A secondary objective was to examine the analgesic activity of bromfenac at 5 dose levels.

The purpose of Section II was to determine the effect of various meals (liquid and soft food) on the bioavailability of
bromfenac in patieats and to adopt a standard meal for use in Section III. »

Thpmp::s%ecdmmwnswmputﬂwPKIPD relationships between plasma concentrations and analgesic response
to a single dose of bromfenac after a standard meal andtooomparethscresultswimmoscofSectionI(fastedpaﬁ ts).
METHOD: Section L This was a single-center (Univ. of Pennsylvania), single-dose, double-blind, placebo-controlled,
randomized, parallel, inctic and ic study relating drug plasma levels to the comparative analgesic activity
of bromfenac (200, 100, 50, 25, and 5 mg).

Section II. The pilot phase of the extension was designed as an open-label, single-dose, randomized, food-controlled,
pharmacokinetic study in patients receiving bromfenac S0 mg. Up to 3 specific diets were to be tested, however, the latter two were
not necessary. No efficacy data were collected.

Section ITL. The thurd section of the was designed as a single-center (Georgetown Univ.), double-blind (except
preprandial bromfenac 25 mg group), randomi parallel, single-dose, food-controlled, pharmacokinetic/pharmacodynamic
analgesic study in patients following surgery. Pauents were randomly assigned to receive | of 4 treatments: postprandial
bromfenac S0 mg, preprandial bromfenac 25 mg, postprandial bromfenac 25 mg, and postprandial placebo. A preprandial
bromfenac 25 mg group identical to that found in Section | is included in Section III to control for potential differences in patient
population and study site.

The primary efficacy variables for Sections [ and III were 3- and 8-hour total pain relief (TOPAR), summed pain intensity
difference (SPID), summed pain relief and pain intensity difference (SPRID), and summed pain analog intensity differences
(SPAID). Other vaniables were considered secondary for evaluation of efficacy (timed pain relief, PID, PRID, and PAID scores,
global assessments, pain half-gone, on-PR and dur-PR).

Efficacy: Section L One hundred nineteen (119) patients were included in the valid-for-efficacy analysis. For all 8 pnmary
vanables bromfenac doses of 200, 100, 50, and 25 mg were significantly superior to placebo. Bromfenac 5 mg was sigmficantly
superior to placebo in three of eight primary varisbles (3-hour TOPAR, 3-hour SPRID, and 3-hour SPAID), and all peak measures.
All doses of bromfenac were superior to placebo according to patient's global assessment.

Section IIL All 80 patients were included in the valid-for-efficacy analysis. For all 8 primary varisbles bromfenac doses
of 50 mg fed, 25 mg fasted, and 25 mg fed were significantly superior to placebo. All doses of bromfenac were also superior to
placebo according to all four peak values, patient's global assessment, and pain half-gone. The difference between the response to
25 mg (fasted) in Sections I and III was large enough to preclude the use of the Section I group as control for Section IIl. The

ial analgesic effect was significantly reduced (25 mg fasted versus 25 mg fed within Section LIT) but both bromfenac doses

tested with food had well pronounced anaigesic effects which were statistically and clinically superior to the response to placebo
and comparable to the response to ibuprofen 400 mg observed in fasted historical controls at the same site.
Safety: SectionL One or more treatment-emergent study events were reported by 3 (14%) patients who received bromfenac 200
mg, 6 (30%) patients who received bromfenac 100 mg, 6 (30%) patients who received bromfenac 50 mg, 4 (20%) patients who
received bromfenac 25 mg, 6 (24%) patients who received bromfenac S mg, and 5 (24%) patients who received placebo. The
number of treatment-emergent study events (TESE) was not significantly different among the treatment groups for any (COSTART)
body system or any specific event. Two patients were withdrawn from the study, both because of nausea and vomiting. No patients
reported senious study events.

Section [L One or more TESE were reported by 5 (100%) patients who received bromfenac 50 mg (fed open-label). No
patients reported serious study events. ,

Section IIL. One or mare TESE were reported by 17 (85%) patients who received bromfenac 50 mg (fasted), 16 (76%)
patients who received bromfenac 25 mg (fasted), 18 (90%) patients who received bromfenac 25 mg (fed), and 12 (63%) of patients
who received placebo (fed). There were no stauistically significant differences among the treatment groups in the number of TESE.
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CONCLUSIONS: Bromfenac (5 to 100 mg) elicited dose-proportional analgesia i
. . - gesia in terms of the 8-hour ; scores
mmmwﬂmdym%;c?mmw&?mma?uw:mwm g (threshold) and reached
imum response lasma concentrations were also - i i in wac
not well defined. The analgesic response was significantly lower in the fed proportional but the PK/PD relationship was

ot v . ! than the fasted patients but it was c} 1l
. - ) ‘ imcally and
:13111 lenca.nctly supernior to the placebo response; the reduction was not proportional to the decrease in plasma concentrauons of
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Table 4. Estimated Oaset of Pain Relief (on-PR)

 PRD &t30minuwes | Esumated on-PR
"Treaunem group Mean® S.D. n Time in (min) 95% - CI in (min)
lPromfcmc 200mg, fasted | 3.16 1.89 19 10 713
[Bromfensc 100 mg, fasted | 3.42 1.84 19 9 712
[Bromfenac 50 mg, fasted 2.10 1.52 20 14 11-22
lpromfmc 25 mg, fasted 1.89 1.85 19 16 11-30
IEomfenac 5 mg, fasted 1.33 1.62 21 2 14-50
IEaccbo, fasted 0.76 1.67 21 39 20- (b)
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Figure 4. tstimated Duration of Analgesia
(Time-to-Remedication)

Product Limit Plot of Time-to-Remedication
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Table S. Duration of Pain Relief (dur-PRs)

Trutmenl Group

Bromfenac 200 mg, fasted 19 7:25—(—AB) € (6:21, 8:28)
Bromfenac 100 mg, fasted 19 7:53 (AY (6:52,8:54) i
Bromfenac 50 mg, fasted 20 6:07 (BC) (5:01,7:13) E
Bromfenac 25 mg fasted, 19 6:12 (C) (5:13,7:1Y)
Bromfenac 5 mg, fasted 21 438 (O) (3:38, 5:38) <E
Placebo, fasted 21 2:37 (D) (1:55, 3:20)

(2) Kaplan-Meier estimate (Ref: Lee, Statistical Methods for Survival Data Analysis,
2nd edition, pg. 77).

() Confidence intervals are based on the z-distribution and utilize the standard error
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Table 6. Time-to-Remedication (Percentiles)

Treatment 50%
25% (Median) 75%

Bromfenac 200 mg, fasted |5:02 (4:43, >8hr) [>8hr (6:00, >8hr) P8hr (NE)
Bromfenac 100 mg, fasted [7:38 (5:25, >8hr) {>8hr (NE) >8hr (NE)
Bromfenac 50 mg, fasted |4:06 (2:07, 6:04) |6:04 (4:39>8hr) P8hr(6:21, >8hr)
Bromfenac 25 mg fasted, [5:01 (4:09,6:05) ]6:05 (5:04,7:22) p>8hr (6:05, >8hr)
Bromfenac 5 mg, fasted  [3:02 (2:04, 3:32) [4:07 (3:11, 5'06) 5:50 (4:08, >8hr)
Placebo, fasted 02 (2:02, 2: 04) |2: 04 (2: 03, 2: 05 2:07 (2:04, 3:04)
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APPEARS Triis oo
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Table 4. Estimated Onset of Pain Relief (on-PR)
| PRID at 30 minutes Estimated on-PR
Treatment group Mean" S.D. n Time in minutes 95% - Cl in minutes
Bromfenac 50 mg fed 0.60 1.10 20 50 27-344
Bromfenac 25 mg fasted 0.86 1.49 21 35 20-169
Bromfenac 25 mg fed 0.70 1.53 20 43 21- ()
Placebo fed 0.53 1.31 19 57 26-(b)
(a) Raw unadjusted means of (unextrapolated) PRID scores.
(b) Exceeded the total minutes of the study.
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Figure 8. Estimated Duration of Analgesia

! (Time-to-Remedication)
Product Limit Plot of Time-to-Remedication o
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- - Table S. Duration of Pain Relief (dur-PRs)
— =
Calculated time to remedication
Treatment Group n Mean" 95%C -
h:min h:min )
Bromfenac 50 mg, fed 20 | 7:49 (A (5:01, 7:13) —
Bromfenac 25 mg, fasted 21 8:40 (A) (5:13,7:11)
Bromfenac 25 mg, fed .- 20 | 6:55(A) (3:38,5:38)
Placebo, fed 19 | 331®) (1:55, 3:20)
(a) Kaplan-Meier estimate (Ref: Lee, Statistical Methods for Survival Data
Analysis, 2nd edition, pg. 77).
(b) Confidence intervals are based on the z-distribution and utilize the
standard error of (a). -
(3 L_g_ﬁank test applied. ’
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Table 6. Time-to-Remedication (Percentiles)
i 50% "

25% (Median) 75%
Bromfenac 50 mg, fed >8hr (2:05, >8hr) |>8hr (NE) B>8hr (NE)
Bromfenac 25 mg, fasted p8hr (NE) >8hr (NE) >8hr (NE)
Bromfenac 25 mg, fed 2:05 (2:02, >8hr) |>8hr (2:08, >8hr) [>8hr (NE)
Placebo, fed 2:02(2:02,2:10) [2:10(2:05,4:30) {4:40(2:10, 5:05)

NE: Not estimable. T
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CONFIDENTIAL: SBA Summary for Bromfenac Protocol AHR-05-UK

A Double-blind, Parallel, Single-dose Evaluation of the Safety and Efficacy of Bromfenac (25, 10, and 5 mg) Compared With
Acetaminophen (1000 mg) and Placebo in the Treatment of Postoperative Orthopedic Pain

IND DRUG: Bromfenac DOSES: 25, 10, 5 mg oral -
%El{}E%NﬁE i:‘liitea&inop!}cn (APAP) DOSE: 1000 mg oral .
TOTAL PTS ENROLLED:159 DURATION OF DOSING: Single dose, 6 hr
INVESTIGATOR: Henry McQuay, D M., Abingdon, UK

PURPOSE: The purpose of this study was to compare the analgesic efficacy and safety of bromfenac at 3 dose levels with those
of APAP and placebo in hospitalized patients experiencing moderate to severe pain following orthopedic surgery.

METHOD: This was a single-dose, randomized, parallel, double-blind with S treatment § The study medication was
given within 72 hours following surgery. Patients evaluated their baseline (0 hour) pain intenstty ;4-word, 8-word, and 100-mm
visual analog scales) and subsequent pain intensity and pain relief (5-word and 100-mm visual analog scales) at 0.5, 1, 1.5and 2
hours and then until 6 hours after medication or until additional analgesic was Rrjeﬂuired. The derived cfficacy variables that
were analyzed incl pain intensity difference (PID), hourly pain relief plus PID (PRID), the summed total ain relief (TOPAR),
the summed total analog pain relief (TOTPAR), the summed pain intensity difference (SPID), the pain relief plus PID
(SPRID), and the summed analog pain intensity difference (SPAID). At the end of 6 hours or when the patient left the study, both
the patient and the investigator gave an overall (global) evaluation of the study medication. Baseline pain wntensity and treatment
were included as sources of variation in the analysis of variance model. Peak pain relief was calculated from both the ordinal and
the 100-mm visual analog scales. The time the patients remained active in the study was also calculated. Safety was assessed by
measuring vital signs, sedation, the patient's mood, and any reported adverse events.

RESULTS: A total of 159 patients was admitted to the study, 157 of whom were evaluated. One (1) patient did not receive study
medication because the assigned bottle was mi One (1) patient vomited intact study medication capsules and did not
undergo the scheduled assessments. The number of patients in each treatment group was as follows: bromfenac 25 mg, 31;
bromfenac 10 mg, 32; bromfenac S mg, 31; APAP 1000 mg, 32; placebo, 31. :

TOPAR scores at 3 and at 6 hours were significantly (p < 0.05) higher for the 25 and 10 mg doses of bromfenac and for
APAP than for placebo. The mean value for bromfenac 5 mg was numencally hrﬁ%thm that for placebo for these variables,
without reaching a statistically significant difference. While there was no significant di ereneeforlhe&hmn'TOPARmnmm;thc
bromfenac 25 and 10 mg treatments and APAP, a significant difference bromfenac 25 mg over bromfenac 5 mg. Bromfenac
25 and 10 mg and AP. weresigniﬁca‘nnt‘l!benerlhanﬁlmwebo for pain relief and for PID at most_hmni!mems_ as well as
for peak relicf and for the 6-hour SPID and SPRID. SPRID scores at 3 hours were significantly higher for bromfenac 25 mg and
for APAP than for placebo. APAP had the shortest estimated onset of relief, with the three bromfenac doses having similar times
to onset of pain relief. Bromfenac 25 mg had the longest estimated duration of pain relief, followed by bromfenac 10 mg (both
significantly longer than in the placebo group); the duration of pain relief for bromfenac 5 mg and APAP was similar. The
bromfenac 25 mg, the bromfenac 10 mg, the bromfenac 5 mg, and the APAP treztment groups had asignificantly lower percent
of patients remedicating within 6 hours than did the placebo treatment group. p o

The safety protgﬂes of all 5 treatments were similar. No serious or unexpected adverse effects or changes in vital signs were
reported. Na patient withdrew because of a drug-related adverse safety event.

CONCLUSIONS: Bromfenac at doses of 25 and 10 mg provided analgesia comparable to that of a 1000 mg dose of APAP. The
malg&n‘cdfectofbmnfmacappeuedbinpmasthe ge increased. The analgesic threshold dose for was 5 mg.
All 3 doses of bromfenac were well tolerated.
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Table 4. Estimated Onset of Pain Relief (ou-PR)

““PRID 2t 30 min ‘Estumated on-PR ]
Treatment Group Mean® S.D. n Time (min) 95%-CI (min) |

Bromfenss 25 mg 1.26 1.37 31 24 17- 40

{ Bromfenac 10mg 1.50 1.52 ' 32 20 1S- 32
‘ 31 22 16- 35 i
32 - 17 12- 25 1
31 28 19- 53 f
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( : Figurzs 4. Estimated Duration of Analgesia
(Time-to-Remedication)
- - -
Product Limit Plot of Time-to-Remedication .
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Table 5. Duration of Pain Relief (dur-PR)
Calculated Time to Remedication I
Treatment Group n Mean * 95% Ct° H
h:min . h:min
Bromfenac 25 mg 31 530A° (4:46, >6h)
Bromfenac 10 mg 32 501 A (4:14, 5:47)
Bromfenac 5 mg 31 4:33 A (3:45,5:21) .
’ Acetaminophen 1000 mg 32 431 A (3:42, 5:20) ’
/ Placebo 31 3:08B (2:29, 3:47)
(a) Kaplan-Meier estimate (Ref: Lee, Statistical Methods for Survival Data Analysis, 2nd edition, pg. 77)
) [anf;c‘i\intccstm[crvals are based on the z-distribution and utilize the standard error of (a). lt
u (c) Logrank test app
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Table 6. Time-to-Remedication (Percentiles)
Percentiles In Hours:minutes (95% C. I.)-—eeeeeeenme-

: , 50%
{ 25% (Median) 75%

4:10 (2:16, >6h) >6h (5:10, >6h) >6h (NE) -l

3:05 (1:40, 4:15) 6:05 (4:05, >6h) >6h (NE)

2:05 (1:45, 4:20) 5:00 (3:00, >6h) >6h (5:10, >6h)

2:29 (1:36, 3:25) 4:10( 3:15, >6h) >6h (NE) |

1

1:40 (1:25! 2:15! 3:00 (1:48 3:25) 4:10 (3:05, 4:45)
NE: Not estimable. .-
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CONFIDENTIAL: SBA Summary for Bromfenac Protocol AHR-20-SW

A Doublc-Blind, Singlc-&se Evaluation of the Relative Analgesic Efficacy and Safety of Three Doses of Bromfenac (AHR.- 102828B;
100, 50, and 25 mg) and leo Doases of buprofen (400 and 200 mg) in theTreatment of Pain Following Orthopedic Surgery: Final

Report
lﬂyw; Bromfenac DOSES: 100, 50, 25 mg oral .
REFERENCE Ibuprofen DOSE: 400 mg oral
DRUGS: 200 mg oral
TOTAL PTS ENROLLED:200 DURATION OF DOSING: Single dose, 6 hr
INVESTIGATOR: Ake Bostrom, M.D., Karlstad, Sweden

m& The purpose of this study was to compare the efficacy and safety of single oral doses of bromfenac (100, 50, and 25
mg) and ibuprofen (400 and 200 mg) in the treatment of moderate to severe pain resulting from orthopedic surgery.

RESULTS. Bromfenac 100 mg provided the greatest analgesic efficacy of the three bromfenac doses for patients in the severe
baseline pain intensity stratum. In general, bromfenac 100 mg was comparable to ibuprofen 400 mg for peak analgesic efficacy
:ndpmﬁdedlougerdmaﬁonolmalgcdathmﬂ:mufm 400 mg. However, ibuprofen 400 mg had a faster onset of pain relief than
bromfenac 100 mg in the moderate baseline pain intensity stratum. With bromfenac 100 mg, the scores for 6-hour TOPAR, SPID,
SPRID and SPAID were statistically better than the scores with ibuprofen 400 mg in the severe baseline pain intensity stratum.
A paradoxical relationship in the analgesic effectiveness for bromfenac 50 mg and 25 mg was seen in the severe baseline

For most efficacy variables in patients with severe baseline pain intensity, there was a statistically significant difference
between one or more doses of bromfenac and the lower - but not the higher - dose of ibuprofen. .

Among patients reporting severe baseline pain, a significantly lower percentage treated with either bromfenac 7 .. = g Uin
with exther bromfenac S0 mg or ibuprofen 200 mg remedicated within 3 hours. ¢ i

One or more treatment-emergent study events (TESE) were reported by 7 patients (17.5%) who took bromfenac 100 mg,
5 (12.5%) who took bromfenac 50 10 (25%) who took bromfenac 25 mg, 9 (22.5%) who took ibuprofen 400 mg, and 9
(22.5%) who took ibuprofen 200 mgu'll%e number of study events was not significantly different among the treatment groups for
any COSTART body system or any preferred term. No patient was withdrawn because of a study event and no patient reported a
serious study event.

CONCLUSIONS: In summary, the analgesic efficacy of bromfenac was demonstrated in patients suffering from pain associated with
orthopedic surgery. The 100 mg dose was the most efficacious of the bromfenac treatments, and statistically superior to ibuprofen

400 mg in all primary variables in the severe-pain stratum. All treatments were equally well tolerated.

-

’

APPEARS THIS WAY
ON ORIGINAL



Bronfenac Sodium: NDA #20-535

Single-Dose Analgesia Supplement, Page 57

13 + ()1, + n = Qld ‘1PPON (9

SNVYINST (Q) 1Spoj Uo pasuq (ST Pawolold ssaysty Ms

. paiejodenxs jou ‘sazis ajdureg (v)
: %ﬂ % FN? %‘l T
8950 § 1810 o¥s5'0 0£s'0 LLEo 7100 110'0 (Q) uL 3nrsa
MY ] 61 0z vz m 13 M. 97 L_
(1L0) 0s0{(1L0) 9v°0{( 08'0) 29'0{(e60) 69°0}( 93°0) L'0f(s90) #$°0](29°0) 1€0 8w g usjosdnq
_ 91 6l oz (43 sz|v atly - 9
(160) LL0](r60) 18°0{( 86'0) 26°0{( 96°0) ¥0't | ( 06°0) 61'1[(£8°0) si'tj(ss0) 69°0 3w ooy uajosdng
Ll TIPS 61 11 9t|y 9 m 9T
( 08°0) , $90/(8.0) $8°0]{ v8°0) 260/ z8°0) 96°0]( £2°0) $§8'0{(55°0) 69'0]( ¥$°0) $1'0 3w ¢7 seuspu
[ 11 1] [33 57|y 9T av 9
fit1g0) 85°0}(8L°0) $8°0[(¥L'0) 26'01( 99°0) ¥0't]( 69°0) 00'1]{£90) $9°01( 05°0) 14 X1) 8w o5 avuspw
_ﬁ 61 07 0z 1z 9zla sz|d (%) oz .L_
(26°0) s3°01( 08°0) 00'11(LL0) 96'01($L'0) 00'1]{(98°0) 83°01(0.°0) 29°0]( 09°0) LTo 8w g1 svuapwo
__ 9 3 v 3 -t 1 w L_
uaun el
__ (sunol) nutod awnn g, juswssassy =
S ———— T e ————— 4
UOISSILGNS VN p661 32qUIddaQ Y ul papnjou) sauwuRUNg
A wo1) JUaIa{JIp 10§33 puv paisnlprun orw $3jqu 3y v MNOH
Pa1U2523d SURAW 1 ‘1AIMO} ‘sumaw (arenbs-15way) parsnfps s B
Buitn painduwsod 1am sisare) asetied 521 4 21 Jo synsas Aq ’ ' v ' o °
Pareaipu asam (¢0°0>d) s3asip waunean wreaijnads uoym S T ) .1 1 Lgpd 11
3URIYIB1S JO [3A3] £0°0 I I¥ 1130 ANIwOyTLEts ox% ’
1213] ures a1 Aq pamot{o) 1ou suresws ‘3|quLIvA uATs ¥ Jojw
YOSLO  PLE9C  2t6L! IS 0oy "
60650  ¥L6Z0  pEOID anjuad b
' see 91 9t 3w ooz usjosdng) F
W 9§ , 6T 9t 3wy uosdng s
sUl os'y 173 I 14 w g7 wosg P
Al 0Ty 144 2 14 8w o¢ wosg 0
N iy 61 9z 3w 0] wosg =% g
aud aids alds o
e B RJ umorg  u dnosp waunvly 3
dld ¥v3d ONY a1dS VNI NV YNOH-¢ peodiodort "
®oOwW W
«uowW R
004 O¥S goe o

)

(suaney el .—.-:ﬂ.:a:.:

(Kireantap) suospredwo) gy Pa199)044 8,49ysid pue ‘uopejodes;xy Jno M 597§ Ijdwieg ‘(suoprejaap paepueg) suvapy
(pasn{peun ‘parejodesyxy) sRUIYI(

SUANUT Ujvg JO 531008 UBII * 3jqe ] ‘] aandiy

(NIVd 3LVYEAON) AS-0Z-4HY OVNIINOYE “TYILNIAIINOD



NDA #20-535

Bronfenac Sodium
Single-Dose Analgesia Supplement, Page 58

0L + (1)L + 1« Yd :jopopy ()

SNVIWST (4) spoy uo Paseq (157 pabaiold saysty (3)
, pajodenxa jou ‘sauis ajdure g (v)

__’ 1951 6rs'l 1851 9¢5| L6€1 GE 001 (Q ISW 0o
= 010 £20'0 SEC0 £95°0 Teo stoo “ 1o (QuL Uq_:N*_
o Ll 61 0r veig . 14 9 '
To.. (M) pso|Cort) Ttlos ) wlj(zon 69 1|(peD) €c1i(s0'1) serjcury i 3w pog uagoudng
i 61 ot 1 stlv 9 9
TS.: ewtjCien se1i(sLt) ¥0Tj(59'1) seTi(os1) ¥s'zf(os) 0sTi(Lzn) Wl 8w ooy E%aﬂ“_
Ll 3 61 14 9zld 97 97 _
=W...: €C1)(9s1) 96°11(59°1) 00zj(zs1) soz)(6ct) 00T{(56°0) 85°1[(06°0) 18°0 Fw ¢z swuanuo
]
44 A4 (44 €2 sTlg 97 9z
T vy §81{(vp1) 80°Z|(veD) eftien weitien €2 L6°0) §8°1](¢80) 960 8w og SEEM~
t
6! 0z 0z it 9z|() g 9 ™9z
*To.: trition Lzjloon) 6rTi(os1) T gozf(iz) ¥$'1[(56°0) 380 8w g0 swuaguo,
—_ 9 § 14 1 t 1 ut E!Smth__
3] SIUT0g W | Wwawssassy ) _
—WHHHI (Erow) m‘ll.._..l.llllnlu’ == — ll[‘—
ssruqns SUYNOH \
P66 | 12quadaq s vy PO SIUBURLNS 1)) Wo. _ecw."u uuowﬁz . ' v J ' ‘ ve
2] !
vc-vo::.qvnco_._ot- 8.%35&??8«&9:&5»%53”.%: ..m:._w.Ez O S N N NN WRONE TN DR

(2senbs-1swa) pasnipe Suisn PaIndwios a1om 5is3)-) asimrned 439)-4 o

Jo minsas £q payess

put 23am (£0°0>d) $23ualagIp Jusunean weayTusis
Uaym "2aUwIudis Jo janag §0°0 I IE 12131p Apjusoymudis
7% 12113] Jures ayy Kq pamojjog jou s

RqeuwA uaniB v sog v

LEIP| oLTL 8691 IS 100y

8¢k 0 L6670 ¥$610 Uy, anjea-d

61t 818 wr 9z 8w 0o usjoidnq)

734 wu 0Ly 9z 3w 0op uagosdngy

87 6¥°01 €9y 97 8w ¢z ovusquog

1T 4 €911 &S 97 3w g Jvugswosg

ST Wil &y 97 8w 091 owuapuosg
43173y ¥VdOL  y¥vioL

uieg Yeaq jwuty noyg  u dnosp waunwasg

J3173Y NVAd QNV YVJOL TYNId NV INOH"¢

\
f

(syuapry Jeal | -0)-judzup)

"eAE 39
“ene o,
7o o

" ovs g
0 0N ot

ﬁ.lo

fa 9°)

e 94

[~ ¢

- 0'F

FW«CZ 0<—-2Z aWas~wu

|

(A1redppaap) suosireduoy AS7T Paajoaq s Jaysyy pue ‘uopejodeayxy snogym 571§ 9jdmeg

(passnfpeup) ‘pasejodeaixy)

‘(suopyeiaap paepue;g) suea |y
JNY uled "7 9qe ], ‘T andiy

(NIVd 3LVYIA0OnW) MS-0Z-4HY JVNIINOYE " TVILNIAIINOD



Bronfenac Sodium: NDA #20-535

Single-Dose Analgesia Supplement, Page 59

Jowa v (1L + n = QIYd :13pon (q)

\
SNVIWST (9) 12Poy uo paseq (15T pawa10ag saaysty ()

pawjodenxa jou ‘sazis s|dwreg (e)

=ﬂ’l 6£€°2 0nee $LET PIET 81T 6901 1281 () asw 100y
= o 0010 660 LESO 1Z¢'0 too 8L0°0 (@) uL anjea-d
+,
o Ll ., 6l 174 14 9z 9
* (30°7) i) 815z roZ|(252) 3cZ)(917) 134 M_ 99'1) (s Wi 3w 0oz uajosdngy)
9l 61 14 44 st|y 9z 97
_:s.c 0sTf(197) s9zf(Ten) 96'7|(35°7) secf( o) tweplocn) $9E[(LLn) T 8ui oop uyjoxdng
Ll 81 6! 1z 9Z|d 24 9
_‘a 9T7). scTjlocn) 18Z{(v0) 43418342 vo'ej(L07) s8z|(orn) ejoen) 960 Bu :sﬁesm_r
144 ) 44 (44 £7 14 9T 9%
Fm_.s 1447 (§AKA] 6T{(vor) 61'EfC161) 153 (§73))] X X% M_S..: osT{(eTn) 'l Sw og seusjwos
61 oz (]2 1Z 9zj() g 9T () 97
_Gts 96Tl(6cD) tel(ved) 1157 [¥244] £Tej(szy) - 96T (s8D) STZ|C6b1) sUl 8w g0 Svuauoy
= 9 § 14 £ 4 ! 4 _:oc.:«u:.__
__ (xinol) siuiog auny, wawssassy =
S L —— S — -
UOUBILGNE YN b6 1 Squavaq sy ul seno
PIPNIOUI SaLIeURUNS ) WOJ) UIIIPIP 330J3593 puw paisnipvun asv ’ J ’ t t ' $0 [

$2qw 2 ut pauasaud suzow ap *aamoy suwsw (> -15%3))
pasnipe 8uisn paindwios assm 59y} astmned 9s31-4 a1 jo

n[nsa1 Aq paredipu) 3som (50 0>d) $DUIYIP Wwsunwen wesyndhs
UM "auepudis jo 33 0°0 ) ¥ WRsaYIp Apuesgrdis

278 153 sures ) Aq pamo{o] U R FqeUva uA@ v iog'w

66T1'T 709801 (1477} ASK 100y
£505°0  9€6T0 12K uL onjea-d
1e¢ €51 ' 665 9T 3w ooz usjosdng]
$E'Y 8Ll W6 ST 3w ooy uagosdng)
€8e 66'p1 §§°9 9T  Swgyovusnuog
96'C £r91 srL 9L 3w g awuanuosg
69'C - 6791 L9 9 3ugg svuspuog

anid angds  ands
ye3d g anoyg  u dnosp jusunwas]

Qldd XvAd ANV QINdS TYNIS ANV ¥NOH-¢
)

?

(swuaney ywaa ] -03-yuajug)

- 0'C

- O'F

ZW«Z ax-0 NUOXW

09

(Aeapaapy) suospredwo) qs PanIjoIyg s Jaysyy pue
- (paisnfpwup ‘parejodeayxy) saauasayq Aysuauy

‘uopsjodelyxy ynoyim sazig apdurvg ‘(suopyujasp plepueig) sueapy
UIEd YNM paulquo) Jaf[9Y uped Jo 53400 UBIL ‘¢ 9]qe] ‘g 34ndig

(NIVd SLVIEIAON) MS-0Z-4HV JVNIINOYE “TVLLNIAIINOD



) Bronfenaq Sodium: NDA #20-5635
CONFIDENTIAL: BROMFENAC AHR-20-SW (MODER§J9RTf)2l0esia Supplement, Page 60

! APPEARS THIS WaY -
ON ORIGINAL - -
Ny .
R
»rd 48]
ST AT AT
Table 4. Estimated Onset of Pain Relief (on-PR)
PRID at 30 min Estimatedon-PR |
Treatment Group Mean®* | SD | n | Time(min) | 95%-CI (min) "
Bromfenac 100 mg 1.15 1.49 26 26 (17 - 54)
Bromfenac 50 mg 1.38 1.27 26 22 (16-34)
Bromfenac 25 mg 0.96 134 26 31 (20-71)
I’lbu;:u'ofcndoo mg 212 1.77 26 14 (1-21
Ibuprofen 200 mg 1.42 1.68 26 21 (14 -40)
a Raw unadjusted mean of (unextrapolated) PRID scores.
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1 Figure 4. Estimated Duration of Analgesia

(Time-to-Remedication) -
Wy ..
Product Limit Plot of Time-to-Remedication L
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Table S. Duration of Pain Relief (dur-PR)

1 Caloulated Time to Remedication =1
n Mean * 95% CI"®
» h:min hmin -
26 5:54€ (5:06, > 6h)
26 >6h (5:36, >6h)
26 |- 5:36 (4:48, >6h)
26" 5:36 (4:48, >6h)
26 5:18 ’ (4:24, >6h)

a) Kaplan-Meier estimate (Ref: Lee, Statistical Methods for Survival Data Analysis, 2n
| edition, pg. 77).
) Confidence intervals are based on the z-distribution and utilize the standard error of

__'____A.d===

ificant differences.
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CONFIDENTIAL: BROMFENAC AHR-20-5W (MODERATE PAIN)
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Table 6. Time-to-Remedication (Percentiles) -
Percentiles In Hours:minutes (95% C. 1) I'
50%
Treatment 25% (Median) 75%
Bromfenac 100 mg 5:05 (2:10, >6hr) >6hr (NE) >6hr (NE)
Bromfenac 50 mg >6hr (3:10, >6hr) >6hr (NE) >6hr (NE)
Bromfenac 25 mg 3:15 (2:15, >6hr) >6hr (5:15, >6hr) >6hr (NE)
Ibuprofen 400 mg 4:20 (2:15, >6hr) >6hr (5:10, >6hr) >6hr (NE)
Tbuprofen 200 mg 3:10 (2:10, 5:05) >6hr (4:40, >6hr) >6hr (NE)

NE: Not estimable.
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Table 10. Estimated Oaset of Pain Relief (on-PR)

PRID at 30 min Estimated on-PR ll

Treatment Group Mean * SD n | Time(min) | 95%-CI (min)
Bromfenac 100 mg 1.86 166 | 14 16 (11-33)
Bromfenac 50 mg 0.86 1.03 14 35 (21-114)
Bromfenac 25 mg 1.07 1.21 14 28 (17 - 80)
Ibuprofen 400 mg 1.36 1.60 14 22 (13 -69)
Tbuprofen 200 mg 1.57 1.79 14 19 (12-55)

a Raw unadjusted mean of (une:m'nfolated) PRID scores.
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Figure 8. Estimated Duration of Analgesia -

(Time-to-Remedication) - —
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Table 11. Duration of Pain Relief (dur-PR)
o —
] Calculated Time to Remedication 1
reatment Group n Mean * 95% CI b-
h:min h:min
romfenac 100 mg 14 >6h (A) (5:06, >6h)
romfenac 50 mg 14 3:42(BC) (2:30, 4:48)
romfenac 25 mg 14 5:06 (AB) (4:06, >6h)
{Pbuprofen 400 mg 14 4:18 (BC) (3:12, 5:24)
buprofen 200 mg 14 2:54 (C) (2:00, 3:54)

edition, pg. 77)

¢ Lozrank test applied.

a) Kaplan-Meier estimate (Ref: Lee, Statistical Methods for Surviva! Data Analysis, 2nd

) Confidence intervals are based on the z-distribution and utilize the standard error of (a).

.-n
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e F
L ]
" Table 12. 'fimc—to—Remedication (Percentiles)
«e=emseu-ere--Percentiles In Hours:minutes (95% C. [.)--evceceeenee-ne -
50%

Treatment 25% / (Median) 5%

Bromfenac 100 mg 5:10 (3:10, >6hr) >6hr (5:10, >6hr) >6hr (NE)

Bromfenac 50 mg 2:10(2:05, 2:15) 2:15 (2:10, >6hr) >6hr (2:15, >6hr)

Bromfenac 25 mg 3:25 (3:10, >6hr) 5:38 (3:25, >6hr) >6hr (4:15, >6hr)
ﬂ Ibuprofen 400 mg 2:25(1:10, 4:15) 4:13 (2:25, >6hr) >6hr (4:10, >6hr)
u Ibuprofen 200 mg 2:10(1:30, 2:15) 2:15(2:10, 3:10) 3:10 (2:15, >6hr)

NE: Not estimable.
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\ Bromfenac NDA 20-535

Protocol AHR-20-SW -
FDA Recombined Analysis - -
-
&
PID Analysis

3.0 T

25 t 4
® ——=&—— BROM 100
g2 0
é ) - -——0—— BROM 50 -
2157 ~———4—— BROM 25
@
$101 ———— IBUP 400
= -
o5 1 —A IBUP 200

0.0 + 4

0 1 2 3 4 5 6
Hours after Dose
0.5 1 2 3 4 5 6 SPID3  SPID

BROM 100} 0.45 (0.71){ 0.85 (0.80)} 1.20 (0.97)] 1.23 (0.89)] 1.28 (0.96)] 1.20 (0.88) |05 (1.01 08 (2.37)] 6.60 (4.74)
40 NS 40 AB 39 A 34 A 32A 12 A 40 A
BROM 501 0.38 (0.49)| 0.63 (0.63)] 0.90 (0.81)] 0.88 (0.79) 0.78 (0.80)]0.70 (0.79) 053 (0. 78)' 28 (1.76)] 4.28 (3.74)

40 NS 40 B 39 AB 28 AB 26 BC 26 BC 40 BC
BROM 25]0.25 (0.54)] 0.80 (0.61)| 1.03 (0.77)] 1.18 (0.87}{ 1.03 (0.95){ 0.88 (0.91) 075 (0.93) 73 (1.93)[ 5.38 (4.3
40 NS 40 AB 39 AB M A 28 AB 25 AB 24 AB 40 AB

1BUP 400 0.65 (0.62)] 1.10 (0.84)] 1.23 (0.89)] 1.10 (0.96)} 0.88 (0.97)}0.73 (0.91)| 0.68 (0. 89)"4020 (2.24)| 5.48 (4.39)
40 NS 40 A 37A 2 A 28 BC 25 BC 20 AB 40 AB -
IBUP 200] 0.38 (0.67)] 0.60 (0.78)] 0.68 (0.83)] 0.60 (0.93)] 0.53 (0.85)] 0.43 (0.78)| 0.45 (0.78 16 .19} 3.16 @.11)

40 NS 40 B 5B 4B 21 C 19C 16 B 4 C -~
pi 0059 |*0020%]*0.026%] *0.011*] *0.005*] *0.002* ‘0.027*|l'0.015‘ *0.006 *
mse] 0.61 0.74 0.86 089 | 091 0.86 088 || 210 427

L
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Protocol AHR-20-SW - -
™ - FDA Recombined Analysis .
PAR Analysis
4.0
35}
——
3.0 BROM 100
<25 ¢ —0—— BROM S0
(3
2.0 ~—e—— BROM 25
[ =4
alst ——O—— {BUP 400
10 ¢ -——aA—— [BUP 200
05 4
0.0 +
0 1 2 3 4 5 6
Hours after Dose
0.5 1 2 3 4 5 6 __ TOTPAR3 TOTPAR
BROM 100§ 0.95 0.93) 1.68 (LI2)} 2.23 (1.35)] 2.33 (1.46)] 2.33 (1.51) 2.20 (151) 2.08 (1.56)] 5.86 (3.48){12.46 (7.48
40 NS 40 AB 39 A 34 A 32 A 32 A 29 A NS WA 7
BROM 50{ 0.83 (0.81)] 1.48 (1.01){ 1.83 (1.38)] 1.73 (1.47)] 1.65 (1.49)| 1.53 (1.50)] 1.38 (1.43)]4.70 (3.27)]9.25 (7.!8)
ONS JwB 39AB  |saB  |26AB |26 8C 25 BC NS |40 AB’
BROM 25{0.75 (0.84)] 1.48 (0.96)[ 1.93 (129)] 2.08 (1.42)] 1.90 (1.60)] 1.70 (1.57)] 155 (1LS4)5.11 G.19)]1026 (7.33)
ONs w8 39AB I3 A 28 A 25 AB |24 AB NS |40 A -
IBUP 400] 1.20 (1.18)1 2.13 (1.45)] 2.23 (1.48)] 2.13 (15D 1.75 (1.68)] 1.50 (1.63)f 1.38 (1.69x%{6.01 (3.91){10.64 (8.13)
40 NS 40 A 37 A 32 A 28 AB 25 BC 20 BC NS 40 A
IBUP 200f 1.10 (1.08)] 1.45 (1.08)] 1.40 (134)] 130 (1.5%)] 1.10 (1.48)] 0.90 (1.37)| 0.80 (136)]3.98 G.61)[ 678 739
WONS |08 35 B 8 a8 - lhec 16 C NS e B
Pj_0.217 |*0042*]*0.044°]*0023*[*0.013*]*0.006%] *0.007 *|| 0058 | 0017+
mse 098 1.14 137 . 1.50 1.55 1.52 1.52 3.50 7.51
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Bromfenac NDA 20-535 -

Protocol AHR-20-SW - - —
Rl FDA Recombined Analysis .
PRID Analysis
6.0
| ——%——- BROM 100
07 ) ' —O—— BROM S0

-—-¢—— BROM 25

PRID Score
L
o

—-=-0--—~ IBUP 400

2.0 ;
——A— |BUP 200
10 ¢ :
0.0 + ¢ + + + +
(1] 1 2 3 4 5 6
Hours after Dose
0.5 1 2 3 4 5 6 SPRID3 "SPRID
BROM 100[ 1.40 (1.57)] 2.53 (1.84)] 3.43 (224)] 355 (2.28)] 3.60 (2.39)] 3.40 (2.32)] 3.03 (2.46)] 8.94 (5.69(19.06 (11.87
40 NS 40 AB 39 A A 32 A 2 A 29 A A {0 A ¢
BROM 50 1.20 (1200 2.10 (1.52)]2.73 . 10)[ 260 .19)[ 243 2.22)| 223 2.22){ 1.90 (2.12)"‘6693 (4.83)]3.53 (10.55
40 NS 4 B 39 AB 28 AB 26 BC 26 BC 26 BC AB BC
BROM 251 1.00 (1.28)] 228 (1.47)[ 2.95 (1.97)|3.25 (2.22)] 2.93 2.49)] 2.58 (2.42)| 2.30 (2.38)17.84 (4.94)]15.64 (11.33
40 NS 40 B 39 AB 34 A 28 AB 25 AB 24 AB AB AB
IBUP 400( 1.85 (1.73)[3.23 2.22){ 3.45 230)[3.23 (2.48)] 2.63 (2.60)] 2.23 (2.50)] 2.05 (2.55M9.21 (6.02)}6.11 (12.33
40 NS W0A {31A R2A 28 ABC |25 BC 20 8C A AB L
IBUP 200] 1.48 (1.69)[2.05 (1.78)[2.08 (2.12)] 1.90 (2.48)] 1.63 (2.28)] 1.33 2.10)] 1.25 .12 5.74 (5.65)D.94 (11.36]
40 NS 40 B 358 48 21C . |19 ¢ 16 C B C
Pl_0.132 1+0024*}+0.027*]*0.014*]*0.007*]*0.003 *]*0.010 *)f* 0.028 * I‘ 0.009 *
mse{ 151 1.79 245 ] 233 2.40 2.32 233 || 544 11.50

J
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Protocol AHR-20-SW - -—
-- - FDA Recombined Analysis .
Study Participation vs. Time
107 = ®
\
208 1 —%—— BROM 100
=
= —O—— BROM 50
806
S ——<—— BROM 25
c0.
§%4 ——0—— IBUP 400
(4]
Soo | ——&— IBUP 200
o2
0-0 T T + +
0 1 2 3 4 s 6
Hours after Dose
0.5 1 2 3 4 5 6 ATIME
BROM 100/ 1.00 (0.00)} 1.00 (0.00)} 0.98 (0.02) 0.85 (0.06)| 0.80 (0.06)] 0.80 (0.06)] 0.73 0.07x] 5.15 (158)
40 40 39 34 32 32 29 A
BROM 50 1.00 (0.00)] 1.00 (0.00)| 0.98 (0.02){0.70 (0.07)] 0.65 (0.08){ 0.65 (0.08)] 0.65 (0.08)|] 4.63 (1.92)
40 40 39 28 26 26 26 AB '
BROM 25 1.00 (0.00)] 1.00 {0.00)[ 0.98 (0.02)} 0.85 (0.06)] 0.70 (0.07)] 0.63 (0.08)] 0.60 (0.0B)H;JS (1.68)
40 40 39 M 28 25 24 A
1BUP 400} 1.00 (0.00)f 1.00 (0.00)| 0.93 (0.04)| 0.80 (0.06)] 0.70 (0.01)[0.63 (0.08)} 0.50 (0.08)}f 4.55 (1.78)
40 40 . 37 32 28 25 20 AB
IBUP 200} 1.00 €0.00){ 1.00 (0.00)] 0.88 (0.05) [ 0.60 (0.08)] 0.53 (0.08){ 0.48 (0.08)] 0.40 (0.08) 3.88 (2.02)
40 40 35 24 2t . 19 16 B
p| 1.000 1.000 | 0.188 [*0036+] o.121 0.057 T*0.031*][*0035*
mse - l[ 1.80

/'.
s
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—

Protocol AHR-20-SW

Bromfenac NDA 20-535

FDA Recombined Analysis

APDTADS THIS WAY

PRI S EE ARIE 1 |

AFTEARS TS WAY

Az AnIAIATRY

a-OPAR a-DUPAR
BRAOM 100 21 w
16-33 | e e
BROM 50 25 -
19-37 4.00-°*
BROM 25 30 -
21-50 467-°*
IBUP 400 16 6.00
13-23 467-"°
IBUP 200 20 450
15-32 282-°"
p 0.132
APPEARS THIS WAY
ON ORIGINAL

G g
b

| $agakie pee THENT U

~neovon

]



